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FIGURE 1

Research biopsy prior to
trametinib

Participants remain on trametinib
monotherapy until progression.
Research biopsy at time of
progression for patients with an
initial clinical benefit to trametinib

Participants remain on trametinib +
GSK2141795 until progression.
Research biopsy at time of
progression for patients with an initial
clinical benefit to trametinib +

Metastatic TNBC with
progression on 1 prior

Part 1: Trametinib
chemotherapy regimen » monotherapy >

GSK2141795
Part 2: Trametinib
combined with
GSK2141795.
> PD
Note: GSK2141795

added at time of
progression on trametinib

monotherapy

Abbreviations: TNBC, triple negative breast cancer; PD, progressive disease
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OBJECTIVES

1.1.Primary Objectives

To assess the afttimor activity associated with trametinib monotherapy in patientstriftle
negative breast canc@fNBC)

1.2. Secondary Objectives

T

To assss the anttumor activity associated with trametinib in combination with AKT
inhibitor GSK2141795 after progression on trametinib in patients with metastatic TNBC.

To determine the progressifree survival following the initiation of treatment with
trameinib monotherapy in patients with metastatic TNBC.

To determine the progressifmee survival following the initiation of treatment with
trametinibin combination withGSK21417% in patients with metastatic TNBC.

To determine the overall survival follamg the initiation of treatment with trametinib
with GSK214179 in patients with metastatic TNBC.

To determine the nature and degree of toxicities associated with trametinib monotherapy
and trametinib in combination with GSK214179%atients withmetastéic TNBC.

To determine the biomarker potential of PTEN to predict response to single agent
trametinib

To determinemolecular markersf sensitivity and resistance ti@ametinib monotherapy
and trametinib in combination with GSK214178%atients withmetastatic TNBC

2. BACKGROUND

2.1. Study Disease

Breast cancer is heterogeneous disease in terms of presentation, morphology, molecular
profile, and response to theragyiple negative breastN\BC) accounts for

approximately 20 to 25% of all types of breast cancer and is characterized on standard
pathologic evaluation by lack ehmunohistochemistrylfiIC) expression of estrogen
receptor (ER), progestne receptor (PR) and HERprotein? TNBC is clinically the

most aggressive phenotype of breast cancer. Women with TNBC have an increased
likelihood of distant recurrence and deatfthin 5 years of diagnosfs® TNBC is more

likely to be poorly differentiated, occur in premenopausal patiertsreAfrican

American womert No specificsystemic therapy is recommended for the treatment of
TNBC and ory limited data is available to support the selection of appropriate treatment.
This is in contrast to EfRositive or HER2overexpressing breast cancers where the
relevant targets are known and specific treatments directed against those targets (i.e. the
arti-estrogen tamoxifen, aromatase inhibitors, or trastuzumab and lapatinib, respectively)
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favorably affect clical outcomes TNBC represents an important challenge due to the
lack of responsiveness to available targeted regimens

2.2.CTEP Agents
2.2.1 Trametinb Dimethyl Sulfoxide (GSK1120212B)

The following informations summarizedrom the Trameiniblnvestigato® Brochure
2012.

Mechanism of Action

The RAFMEK/ERK pathway plays a critical role in multiple cellular functions.
Activation ofthis pathway can result from activation/mutations of upstream receptor
tyrosine kinases (RTKs) and RAS, or upregulation/mutations in RAF and MEK. Upon
activation, RAF and activatddEK1/2, which in turn catalyze activation of the effectors
ERK1/ERK2. Once dwvated, ERK1/2 translocate into the nucleus and phosphorylate a
number of effector proteins and transcriptional factors that regulate cell proliferation,
motility, differentiation, and survival

Trametinb is a dimethyl sulfoxide solvate compounih paent, allosteric and ATP
non-competitive inhibition of MEK1/2 (1€ of 0.7 and 0.9 nM agast MEK1 and

MEK?2, respectivelyf. Trametinib inhibited MEK1/2 kinase activity and prevented RAF
dependent MEKohosphorylationproducing prolonged pERK2inhibition. BRAF-

mutant Colo205, A375P F11s, and 429 human tumor xenograft mouse models showed
significant mean tumor growth inhibition with multiple complete and partial tumor
regressionsXenogratft lines with wildype RAF/RAS (PC3, BXxPC3, and BT474) were
much less sensitive, showing only modestor growth inhibitiorwith no tumor
regressions.

In a phase Il trial comparing trametinib with dacarbazine or paclitaxel in patients with
BRAF V600E or V600K mutant metastatic melanoma, trametinib demonstrated a
significantly better response rate, progresdiee survivaland overall survivaf.

However, sintg agent activities are limited. Extensive research is underway to identify
the patient selection markers and develop rational combination strategies. Preclinical
studies have provided strong rationale and proof of principle for combination of MEK
inhibitors with RTK inhibitors, PISK/AKT inhidiorsand mTOR inhibitors.

Pharmacokinetics

The phase frial of trametiniomonotherapy (MEK111054gported theMTD of

trametinibas3 mgdaily, but the recommended phase 2 dose (RP2D) was chosen at 2 mg
daily based ornolerability of repeated cycldsPK measurements were conducted under
fasting conditions. After a single dose (Day 1), Ald£and Giax values were dose
proportional up to 6 mg, lower than dge®portional following 8 mg, and greater than
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dose proportional following the 10 mg dose. MediaaxWas 1.5 hoursAfter repeat
doses (Day 15), trametinib accumulated with a mean accumulation ratio of 6.6 at the
RP2D of 2 mgdaily. Betweersubject vaability in exposure ranged from Z0% for
Cmaxand 2041% for AUG.24 across all dosing regimens. The effectivevas
approximately 4.5 days, and steady state was reached by approximately Day 15.
Trametinib hach small peak:trough ratio of Y2t 2 mgdaily on Day 15, mean AU&4
was 376 n gnB3ngibl, and the m@an trough concentrations ranged from
10.0 t018.9 ng/mL. The lgralf-life and small peak:trough ratio of trametinib allowed
constant target inhibition within a narrow range of exposure.

Drug Interactions

Trametinib is metabolized predominantly via deacetylation{gytachrome P450
[CYP450}mediated) with secondaoxidation or in combination with glucuronidation
biotransformation pathway¥he deacetylation is likely mediated by hydrolytic esterases,
such as carboxylesterases, or amidases. Although trametinib was found ia biran
inhibitor of CYP2C8, CYP2C@%nd 2C19; inducer of CYP3A4; and inhibitor of
transporters (OATP1B1, OATP1B3;dkcoprotein [Pgp], and breast cancer resistance
protein [BCRP)), its low efficacious dose, and low clinical systemic concentration
relative to than vitro inhibition/inducton potency suggests an overall low potential for
drug-drug interactions.

Pharmacodynamics dkers

The relationship between dose and tumor biomarkers such as pERK, Ki67, and p27, were
evaluated in patients with BRAF or NRAS mutatjpositive metastatimelanomaln

general, increasing exposures and/or doses provided greater pharmacodynamic effects.
The median change observed at a dose of Bailgwas 62% inhibition of pERK, 83%
inhibition of Ki67, and a 175% increase in p27.

Antitumor Activity of Trenetinib Monotherapy

In the phase 1 trial, 14 patients with BRAfutant melanoma received trametinib at 2 mg
daily (2 mg/day continuously, or 2 mg for 21 days followed by a 1 week break). The
overall objective response rate (ORR) was 43% (6/14), incli&oanplete responses
(CRs) (Investigator's Brochure, 2012a). In 9 patients with BRAdFtype melanoma, 2
patients achieved a partial respo(RR), and 3 stable disease ($M).26 evaluable
pancreatic cancer patients, there were 2 PRs (1 PR was KRAS myiadione) and 11
SD(achi eved 020 % Amomydhe 27rCR@atients (withou) selection

of RAS or RAF mutations), 8 SD were observed.

In a phase 3 trial, patients with unresectable stage 1lIC or IV cutaneous melanoma with a
BRAF V600E or V600K mutation were randomized (2:1) to trametinib (2 mgdRify)

or chemtherapy (dacarbazine or paclitax&Jhere were 322 patients in the intentton

treat (ITT) population, of whom 273 (85%) were in the primary efficacy population
(patients with BRAES?%E positive cancer who did not have brain metastases at baseline).

10
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In the ITT analyses, the ORR was 22%tlia trametinib group and 8% in the

chemotherapy group; the median duration of PFS was 4.8 months in the trametinib group
as compared with 1.5 months in the chemotherapy group; anehtibat® OS rate was

81% in the trametinib group and 67% in the chemothegaoup.

In a phase 1/2 monotherapy study, acute myeloid leukemia (AML) or myelodysplastic
syndrome (MDS) patients were given trametinib at dose levels fraimddaily. Drug
related AEs in 45 patients were similar to that observed in patients wihwolbrs, and

2 mg POdaily was selected for further investigation in this patient population. Twelve
patients (23%) withdrew due to an AE, including cardiac failure (2) and infection (2).
Efficacy was reported in 39 patiertfsThe best response in 13 patients with KRAS or
NRAS mutations inclued 3 CRs (23%), 7 SD (54%), and 1 PD (progressive disease)
(5%). In 26 patients with wildype RAS or an unknown mutation, there were 2 PRs
(8%).

Safety Profile

A Comprehensive Adverse Events and Potential Risks (CAERR}sing NCI Common
Terminology Criteria for Adverse Events (CTCAE) terms is included in Section 7.1 of
the protocol.

Due to limited experience in human subjects, there is currently incomplete information
available about the relationship of AEs auininistration of trametinib. Based on
available AE data from clinical studies involving trametinib to date, the most common
toxicities are rash and diarrhea. Rash and diarrhea are commoreftdassoxicities for
MEK inhibitors. In addition, visualnpairment and left ventricular ejection fraction
(LVEF) reduction, although observed at lower frequencies, are also considered class
effect toxicities as they have been observed with trametinib as well as other MEK
inhibitors.

Rash, diarrhea, visual distars, hepatic disorders, cardiatated AEs, and pneumonitis
are considered AEs of special interest because they are either known classi.effects (
have been observed with other MEK inhibitors) or are potentialiHifeatening

Rash Rash was a comon AE observed across different dose levels and in different
combinations. The majority of rash observed with trametinib was acneiform and
appeared to occur most frequently on the face, scalp, chest, and upper back. At the 2 mg
dose, rash was seen i8% to 91% of patients in different trials. The majority of rash

AEs were grades 1 or 2 (68% to 80%); 1% to 18% of patients experienced grade 3 rash
AEs, and one patient had a grade 4 rash AE.

Diarrhea At the 2 mg monotherapy dose, 28% to 5@%patiens in three trials hé
diarrhea. Of 219 patients with diarrhea at this dose, the majority of diarrhea AEs were
grade 1 or 2 in severity (28% to 56% of all study patients); 6 patients had grade 3
diarrhea, and none had grade 4 diarrhea.

11
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Visual disorders At the 2 mg monotherapy dose, 6% to 21% of the patients in three

trials experienced visual disorders. Of the 62 total patients experiencing visual disorders
at this dose level, the majority of visual disorders were grades 1 or 2 (6% to 20% of all
study paients); five patients experienced grade 3 visual disorders, and one patient
experienced a grade 4 visual disorder.

Central serous retinopatnffCRS) CRS is a class side effect of MEK inhibitors. As

of 22 May 2012, 13 cases of CSR have been reportedgatnapproximately 1,600
patients treated with trametinib, either as monotherapy or in combination with other
anticancer agents: two cases of grade 1, eight cases of grade 2, and three cases of
grade 3. All 13 resolved.

Retinal vein occlusioffRVO) As of 22 May 2012, four cases of RVO have been
observed with trametinib. All four cases occurred in one eye only, and study drug

was stopped airhe of diagnosis in all caseBhere was a decrease in visual acuity in

two patients with central RVO (CRVO), waithe other two patients experienced no
meaningful decrease of visual acuity. Three of the four cases were considered related
to study treatment by the investigators.

Hepatic disorders Abnormalities of liver enzymes and bilirubin have been observigd wi
administration of trametinib. However, assessment of these cases was often confounded
by comorbid conditions (such as biliary obstruction), concomitant use of other

potentially hepatotoxic drugs, and liver metastases. At the 2 mg monotherapy é6se, 10
to 19% of patients in three trials had hepatic disorders. Of the 56 total patients
experiencing hepatic disorders, the majority were grade 1 or 2 in severity (7% to 15% of
all study patients); 12 patients had grade 3 hepatic disorders, and 3 patietsdead

hepatic disorders.

Cardiacrelated AEs At the 2 mg monotherapy dose in three trials, 3% to 21% of
patients had cardiaelated AEs. Of the 43 total patients experiencing caniated

AEs, the majority were grade 1 or 2 in severity (4%6®%01of all study patients); six
patients at this trametinib dose level had grade 3 cardiated AEs (three left

ventricular dysfunction, two decreased LVEF, and one ventricular dilatation), and one
patient experienced a grade 4 cardidated AE (cardigenic shock). One patient died

of acute cardiac failure, with evidence of massive tumor invasion of the heart; this AE
was considered not druglated by the investigator.

In the phase 3 trial of trametinib vs. chemotherapy in patients with melanoma
(MEK114267), patients were monitored by serial echocardiogram or MUGA scans. As
of 23 June 2012, among 211 patients on the trametinib arm, 17 easiditerd AES were
reported and included: decreased LVEF (ten gra2leahd two grade 3), left ventricular
dydunction (two grade 2, and two grade 3)dame grade 3 cardiac failufdo cardiae

related AEs have been observed on the chemotherapy arm of the study. -(edeitkac

AEs leading to permanent discontinuation of study drug included decreased LVEF (n=2),
left ventricular dysfunction (n=2), cardialure (n=1), myocardial infarction (n=1), and
tachycardia (n=1). There was also one death due to cardiogenic shock secondary to
ischemic heart disease, but it was not considered related to trametinib.
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2.2.2

Pneumaitis: 20 cases of pneumonitis were reported in subjects treatedrastietinib,
either as monotherapy or in combination with other-eaticer agents, in six studies:
five cases of grade 1, five cases of grade 2, nine cases of grade 3, and onereadsedof g

GSK2141795
The foll owing information is summari zed
2012.

Mechanisms of Action

AKT is a serine/threonine protein kinase with 3 isoforms (AKT1, AKT2 and AKT3) that
participate in multiple pathwayggulating several cellular processes, including survival,
proliferation, tissue invasion and metaboliSrPreclinicaldata suggest that blocking

AKT activity can inhibitthe proliferation of tumocells and either induce an apoptotic
response or sensitizemors to undergo apoptosis in response to other cytotoxic agents
GSK2141795 is a member of thedlkyl pyrazole class of orally available kinase
inhibitors and has beeshown to be a potent, p&KT inhibitor. GSK2141795 inhibited
AKT1, 2 and 3 with IC50 values of 2, 16 and 4 nM, respectivelyitro, GSK2141795
caused a concentratioand timedependent reduction in phosphorylation of multiple
proteins downstream of AKT such as glycogen symtasase 3 (GSK)d , an insulin
regulated inhibitor of the mammalian target of rapamycin complex 1 (mTORC1) protein
kinase (PRAS40), Forkhead gene product (FOXO), and caspase 9.

In vivo studies conducted in immuommpromised mie bearing human tumor cdihe
xenografts showed GSK2141795 can inhibit migtipKT substrates downstream of
AKT in a dose and timedependent mannei repeat oral administration of
GSK2141795 for 3 weeks inhibited the growth of various tumor xenografts, including
BT474 (breast)HCC1954 (breast), and SKOV3 (ovarian) in mice.

Pharmacokinetics

The pharmacokinetics, absorption, distribution, metabolism, and elimination of
GSK2141795 have been investigated through a series of oral and IV studies inthe CD
mouse, Sprague Dawley rat, beagle dog, and cynomolgus monkey using unlabeled and
[14C]-labded drug.In these pecies, oral bioavailability dbSK2141795 was moderate

to high (40%), blood clearance was low to moderate (20% to 50% of liver blood flow)
and volume of distribution was high (>6 times total body water).

In rat and humahepatocytes, the metabolism of GSK2141795 occurred by-mono
oxygenation, glucuronidation, oxidative deamination, ardelhethylation; there were
no apparent humaspecific metabolites, and cytochrome P450 (CYP) 3A4 was the
primary enzyme responsible for thridative metabolismn vitro, GSK2141795
demonstrated the potential for oxidative bioactivatido.stereeconversion to the R
enantiomer was observeadvitro, and no rearrangement to an acyl migrated isomer of
parent was observed eitharvitro or following oral administration to mice.
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In vitro, GSK2141795 was moderately to highly bound (93% to >95%) to plasma
proteins, and had minimal to moderate association (0.99 to 1.64) with blood
cellsGSK2141795 was a humargB/coprotein (Pgp) and mouse breeancer resistance
protein (Bcrp 1) substrate and did not inhibit Fgediated digoxin transport.
GSK2141795 had moderate passive permeability (60 nm/sec) and low to moderate
absorptive membrane permeabilities (3.0 to 11 nm/sec). GSK2141795 inhibited huma
organic anion transporting polypeptide (OATP) 1B1 (IC50 of ¥ and 1B3 (IC50 of
21eM) and BCRPmediated transport of cimetidine (up to 50% of control&lt/3. In a
tissue distribution study following single oral administration of [14C] GSK2141795,
consistent with its high volume of distributiomdioactivity was widely distributed into
tissues, and most tissue concentrations Wweglger than those observed in blood.
Concentrations of radioactivity generally declirmebr time, and by 7 days post dpghe
levels of radioactivity were below the limit gbantification (BLQ) in most tissues.
However, radioactivity was still quantifiable at 35 days post dose in the uveal tract,
suggesting the potential for the selective associatianugfrelated mateal with

melanin.

In rats and dogs following single oral administration of [14C] GSK2141795, the major
route of elimination of drugelated material was via the feces, while urinary excretion
constituted a minor route in both species. In vitro intrinkgarance for GSK2141795

was low in hepatocytes and microsomes from the mouse, rat, dog, monkey, and human.
Biliary and urinary recoveries indicate that approximately 50.6% of the oral dose was
absorbed imats.

PCS112689 an open label, desealatiorfirst in human study (FTIHssessethe

safety, pharmacokinetics, and pharmacodynamics of GSK2141886jects with solid
tumors or lymphomaPreliminary data indicated that plasma concentrations for
GSK2141795 were measurable for all subjects over2h@ours after a single dose over
the dose range tested (10 mg to 150 mg). In addition, drug concentrations were
measurable on Day 8, suggesting that GSK2141795 can still be found in the plasma at
least 1 week after a single dose of study drug over tbe idmge tested (75 mg to 100

mg). While the exposure for the 100 mg and 150 mg doses were similar following a
single dose, drug exposure following multiple doses was approximately in proportion to
dose. GSK2141795 accumulated-2d8.4fold with repeatlaily dosing. Mean area
under the concentratieime curve [AUGo24)] and maximum plasma concentration

(Cmax) values generally increased in a dpseportional manner, although there was
variability among subjects. Median time to reach peak concemr@fhax) across doses
was 3 hours and ranged from 0 to 4 hours. The mean value for the effectiVie lohlf
elimination (t;, eff), across subjects was 3.0 days and ranged from approximately 1.3 to
5.5 daysThe MTD of singleagent GSK214179%as75 mgoncedaily as determined by
the FTIH study.

Drug Interactions

The enzymes responsible for the oxidative metabolism of [14C] GSK2141E285) (5
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were investigated in vitro with human liver microsomes and recombinant CYP enzymes.
The data from human liveriomosomes with selective inhibitors and scaled results from
recombinant CYP enzyme studies suggest that CYP3A4 is the primary cytochrome p450
enzyme involved in oxidative metabolism of GSK2141195K2141795 has the

potential to have drugdrug interactionsipon ceadministration with CYP3A4, CYP2CS8,

Pgp and BCRP inhibitors or potent inducé&sugs that potently inhibit CYP3A4 could

lead to increased GSK2141795 exposure in patients and drugs that are strong inducers of
CYP3A and may result in lowexposures of GSK2141796SK2141795 also appears

to be a moderate in vitro inhibitor of CYP2C8 (ICM). Therefore drugs that are
sensitive substrates of CYP3A4 or CYP2C8 should be used with cautiaoreover,
GSK2141795 is a humangtycoprotein (Pgp, ABCB1) and breast cancer resistant

protein (BCRP, ABCG2) substrate. Therefore, drugs that are inhibitorgpfRd

BCRP should be used with caution.-&dministration of drugs that are sensitive BCRP
substrates, such as topotecan should be avoidedbi@ation studies with GSK2141795
have been performed with metformin, trametinib,pazopanib, and lapaimib.

administration of GSK214179kith metformindid not appear to have any impact on the
efficacy of GSK2141795 for inhibiting tumor growth awdswell tolerated as the

treatment wit GSK2141795 or metformin alone.

No other pharmacodynamic studies have been performed to evaluate possible interactions
of GSK2141795 with other drugs that may beaciministeredLists of drugghat can
possibly interact wh GSK2141795ncluded undeBection5.2

Saftey Profile

A Comprehensive Adverse Events and Potential Risks (CAERR}sing NCI Common
Terminology Criteria foAdverse Events (CTCAE) terms is includedSection7.1 of
the protocol.

Due to limited experiencd@ human subjects, there is currently incomplete information
available about the relationship of AEs and administratidaSK2141795 Based on

available adverse event data from 151 subjects, the most common toxicities of
GSK2141795 monotherapy or in cbmation with trametinitweregastrointestinal (G4)

related (diarrhea, nausea, and vomitiagdl fatigue Hyperglycemia, hypoglycemia,
mucositis, and rash are also commonly observed. In addition, three cases of
hypothyroidism have been notékherefore clinical monitoring should consider in

particular the Gl tract, the hematopoietic system, glucose metabolism and thyroid
function. Attention should also be given to glandular structures and the possibility of
clinical signs due to reduced secretidnd?CS112689 & TIH study themost common

AEs occurring in 020% of alll subjects in
(45%), fatigue (32%), decreased appetite (30%), vomiting (25%), and hyperglycemia
(21%). Maximum tolerated dose (MTD) was identified/® mg for both once daily

dosing as well as for 7 days on/7 days off alternate dosing schedule. Most adverse effects
were noted at dose greater than 75 mg.
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Diarrhea This is the most frequent druiglated AE in patients receiving GSK2141795.

Most diarrhea events reported were Grade 1 and 2. Based on current data, the majority of
cases of diarrhea occur within the first 3 to 4 weeks of starting the drug. Inamest c
diarrhea resolves with interruption of GSK2141795 dosing and implementation of
supportive treatment. Based on preliminary datahadlenge with a reduced dose of
GSK2141795 is tolerated.

Mucosal inflammation This may be an otarget effect,.e. the result of AKT inhibition

on mucosal cell renewal or the result of direct irritation of the mucosal surface by the
drug substancélucositis has been observed as a dws#ing toxicity (DLT). Early
intervention for signs and symptoms of mucostihmmation is recommended and
encouraged. Based on preliminary data, dose interruption followed by dose reduction on
rechallenge can ameliorate symptoms.

Rash Rash may or may not be associated with pruritis. Preliminary data suggest that
drug interrupion and dose reduction uponeballenge ameliorate the symptoms. Rash
management should focus on symptom relief and maintenance of an intact integument.
Dermatology consult is recommended when clinically appropriate. Topical steroid
creams have been fod to provide some relief from symptoms.

Hyperglycemia Hyperglycemia occurred in patient
majority of events occurring at doses exceedingfi® of 75 mg/day. Treatment

related grade 3 or grade 4 events were observés iy, 100 mg, and 150 mg daily

doses. The frequency and severity of hyperglycemia AEs is reduced at the 75mg/day

dose as compared with higher doses. It is not clear if orahgpdirglycemic drugs are

useful to ameliorate the hyperglycemia, althougthbntravenous and sliding scale

insulin have been Hgful.

Hypoglycemia Asymptomatic hypoglycemia occurre:
Treatmentrelated grade 3 or grade 4 events were observed at 75 mg and 100 mg daily
doses. The mechanismlofpoglycemia is currently unknown.

Thyroid Events Reversible minimal to mild hypertrophy of follicular cells was seen in
the thyroid glands of dogs given 5 mg/kg/day for 4 weeks. The relationship to
GSK2141795 and clinical significance are unknowthalgh three cases of druoglated
hypothyroidism have been reported

2.2.3 Trametinib in Combination with GSK2141795

GSK2141795 was combined in a8y cell proliferation study with trametinib (GSK
1120212) against a panel of 26 colon, 15 lung, and 6 pancreatic cancer cell lines.
GSK2141795 and trametinib were synergistic in cancer cell lines from colon (19 of 26),
lung (4 of 15), and pancreas (2 of 6). The dunior activity of GSK2141795 alone (10

or 30 mg/kg/day), trametinib alone (0.1, 0.3 or 10 mg/kg/day) or GSK2141795 in
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combination with trametinib (10/0.1, 30/0.1, 10/0.3 or 30/0.3 mg/kg/day) was evaluated
with once daily oral administration up to 90 days in female SCID mice (n=8/group)
bearing established HPAC or Cagaihuman pancreatic tumor xenografts. In general,
mice treated with GSK2141795 or trametinib alone had minimal body weight loss, but
GSK2141795/trartinib combination doses appeared to be slightly less tolerated than the
single agent treatments, particularly the combinations including a 30 mg/kg/day dose of
GSK2141795. Administration of trametinib in combination with GSK2141795 appeared
to be more déctive than either GSK2141795 or trametinib alone in HPAC xenografts.
Treatment with both AKT and MEK inhibitors (GSK2141795 at 30 mg/kg/day and
trametinib at 0.3 mg/kg/day), given alone or in combination, resulted in a reduction in
proliferating cells (K67+) following treatment and up to a 200% increase in apoptosis (as
measured by cleaved casp&je

Twenty-three patients with advanced solid tumors received the combination using a zone
based escalation procedure enabling evaluation of multiple cationirdoses in parallel
cohorts!? While the RP2D for single agent for single agent trametinib and GSK2141795
are 2 mg/d and 75 mdy/ dose reductions were required for the combination. DLTs

include grade 2 AST and ALT elevation, and grade 3 chest pain with sustained
ventricular tachycardia; all DLTs were reversible with drug interruption. The most
common AEs ( O10 %pP6%), AST lelevdtiond22%;agnade &/4, 9%),

fatigue (22%) and rash (22%). Three MTDs were defined for variable dose ratios: 2 mg
trametinib + 25 mg GSK2141795; 0.5 mg trametinib + 75 mg GSK2141795; and 1.5 mg
trametinib + 50 mg GSK2141795. Three of 13leable patients (unselected) had tumor
shrinkage of 8% (ovarian), 16% (endometrial), and 17% (ovarian) after 8 weeks on study.
The dose reginreof 1.5 mg trametinib + 50 mg GSK21417@6uld be used in this
study.Additional trials to explore alternate sttules €.g, intermittent) and
pharmacodynamic markers are ongoing.

2.3.Rationale

Triple negative breast cancer (TNB&)often characterized by high expression of epidermal
growth factor receptor (EGFR}.!* Hoeflich et al. demonstrated that activation of EGFR leads
to cell signaling along thRAF/MEK/ERK pathway, and subsequent treatment with a MEK
targeted drug caused reduced tumor growth in Hiksabreast cancer models.One proposed
mechanism of intrinsic resetce to MEK inhibition is through the ERiKdependent PI3K/AKT
pathway, as basdike breast cancer cell lines with loss of PTEN (an inhibitor of the PI3K
pathway) or high levels of AKT signaling were less responsive to MEK inhidRidhis
preclinical finding may be clinically relevant as 30% of women with bllsabreast cancer
demonstrate evidence of PTEN 1388 Additionally, treatment with a selective MEK inhibitor
resulted in upregulation of the PI3KKA pathway*®

To validate these findings, Dr. Chi&hih Chen (Chair of Cancer Research and Therapy at the
Ohio State University, scientific collaborator) performed a serigseadinicalin vitro

experiments. Basdike breast cancer cell lines were treated with trametinib monotherapy
(Unpublished data Chen, Olson). As predicted, treatment of-likkes&ireast cancer cell lines
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with trametinib was associated with greater cilliik the PTEN wild type MDAMB-231 cell
line compared to PTEN null MDAMD-468 (Figure 2). Our results are consistent with the
findings of Hoeflichet al. suggestinghat MEK inhibition depends in part on PTEN status.

Figure 2. Trametinib (GSK112021&)onotherapy in
basallike breast cancer cells MDMD468 (PTEN
null) and MDA-MB-231 (PTEN wild type)
(Unpublished data, Chen and Olson).

| ~weess | Dual blockade of both PIBK/AKT and MEK signaling
| R synergized to potently impair the growth of baliie
| breast cancenodelsin vitro andin vivo.** Other
o 0w o @ w1 studies have also shown that inhibiting PI3K signaling
GsK1120212 () in combination with RAS/RAF/MEK/ERK signaling

is sufficient to induce apoptosis and ptgss
proliferation in other cancer modefs?® The RAF/MEK/ERK pathway is also implicated as a
mechanism of resistance to chemotherapy in TNBC, providing ratitoraigrgeting this
pathway in patients with prior exposure to cytotoxic thedgyFi nal | y, O6 Shaughne
colleagues recently presented data showhatjaTNBC patient with ceectivation of the MEK
and PI3K/AKT pathways (via whole genome and transcriptome sequencing) demorastrased
complete responge dual MEK and AKT inhibitior?> 24

Given the close interaction of tiRAS/RAF/MEK/ERK and PI3K/AKT pathways, biomarkers of
response will likely involve proteins within thesersading networks. For example, our work and
others have demonstrated that PTEN loss results in upregulation of the PISK/AKT pathway and is
a major predictor of response to agents that target MEK in preclinical studies [Unpublished Data,
Chen and Olsonf Similarly, DUSP4, a negative regulator of
ERK1 and ERK2 activity, has been shown to be a mediator of resistance to chemotherapy and
tumor suppressor in TNBC. Loss of DUSP4 resuft MAPK pathway activation and pre
clinically was a biomarker of MEK sensitivify. We hypothesize thahe antitumor activity of

single agenMEK inhibition will depend onevidence of MAPK activation (i.e. loss of DUSP4)

and down regulation of the PI3K/AKT pathway (i.e. intact PTEN). Furthermorej bagée near
complete clinical response seen in the phase | gtudywe anticipate that patients with
biomarkers demonstrating -@xtivation of MAPK and PI3K signaling to have an enhanced
response to MEK and AKT inhibition.

Given the preclinical data showing thatRAF/MEK/ERK pathway as a mechanism of

resistance to chemotherapy therapy in TNB€,2) the enhanced effect of MEK inhibition in
basallike breast cancer models with intact PTEN (i.e. reduced PI3K/AKT pathway acti@y),

the mechanism of resistance to MEK inhibition through the PI3K/AKT patRwiy2® 26 4) the

30% incidence of PTEN loss in badie breast cancét'®led to the formulation of two testable
hypotheses: that single agent trametinib will demonstrate efficacy in TN&@arantitumor

response will depend on the PTEN status of the tumor. Moreover, the addition of AKT inhibitor
GSK2141795 to trametinib will overcome intrinsic and acquired resistance to MEK inhibition.
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To test these hypothesdisis is aphase 1l study of single agent trametinib in patients with
advanced TNBC, with the addition of AKT inhibitor GSK2141795 to trametinib at time of tumor
progression. This is the first trial to test the efficacy of single agent trametinib in this patient
population and to determine if PTEN status will predict for response to therapy. Additionally,
we will assess the ability of GSK2141795 to overcome MEK inhibitor resistance. Mechanisms
of resistance to both single agent trametinib or in combination with2G&K795 will be

assessed via comprehensive genomic and proteomic approaches on tissues collected after
progression on either regimex.

2.4. Correlative Studies Background

Detailed inSection 9

3. PATIENT SELECTION
3.1. Eligibility Criteria
3.1.1 Patients must have histologically or cytologically confirmed metastatic invasive breast
cancer that is negative for the estrogen receptor (ER), progesterone receptor (PR) and
HER2 by institutional guidelines.
3.1.2 Patientanusthave measrable diseas@RECIST 1.1).

3.1.3 Patients must have had exposure to at least 1 and no more than 3 prior chemotherapy
regimens for the treatment of metastatic breast cancer.

3.1.4 Patients must consent to both a pretreatment and drpashent mandatory research
biopsy prior toenrolling on trial, and therefore, must have tissue (excluding bone or
brain) that is amenable to biop%y.

3.1.5 AgeQl8 years. Becae no dosing or adverse event data are currently available on the
use oftrametinib monotherapy or in combination with GSK2141ir9patients <18
years of age, children are excluded from this study, but will be eligible for future
pediatric trials.

3.1.6 ECOG mrformance statud1 (Appendix A).
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3.1.7 Life expectancy of greater than 3 months.

3.1.8 Able to swallow and retain oralgdministered medication and does not have any
clinically significant gastrointestinal abnormalitigst may alter absorption such as
malabsorption syndrome or major resection of the stomach or bowels.

3.1.9 All prior treatmentrelated toxicities mustbe CTCABEgr ade O1 (except al i
time ofenrollment

3.1.10 Patients must have normal organ amakrrow function as defined below:
Absolute neutrophil count O1,500/mcL
Platelets Or5,000mcL
Total bilirubin QL.5 % institutional upper limit of normal
AST(SGOT)/ALT(SGPT) .5x institutional upper limit of normal
LVEFO i n enalloweu limit ofnormalby ECHO or MUGA
Serum cr eat i ORcaleulat@dlcredining gldamrice (CockiGtult
formula) OBZ@hmUf munine creatinine clearan

3.1.11 Patients must have controlled blood pressure witfstokc blood pressure < 140mHg
and diastolic < 90 mmHgAnti-hypertensive medications are permitted.

3.1.12 Patients must be at leastvéeks from last radiatiorode. Patients must be at least 4
weeks from last chemotherapy, targeted therapy, or biologighéraception allowed
for a 2 week washout for patients who were on chemotherapy at less than a standard of
care dose, as long as all other eligibility criteria are miegtients must be at least 4
weeks from last surgical procedure and recovered from alHgpestative complidéons.

3.1.13 The effects oframetinib monotherapy drametinibin combination with GSK2141795
on the developing human fetus are unknowror this reasqrwomen of childbearing
potential and men must agree to use adequate contraception (hormonal or ledingelr m
of birth control; abstinence) prior to study entry and for the duration of study
participation. Should a woman become pregnant or suspect she is pregnashebile
her partner iparticipating in this study, she should inform her treating pheysici
immediately. Men treated or enrolled on this protocol must also agree to use adequate
contraception prior to the study, for the duration of study participati@h4anonths
after completion oframetinib monotherapy or in combination with GSK2141795
administration.

3.1.14 Ability to understand and the willingness to sign a written informed consent document.
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3.2.Exclusion Criteria

3.2.1 History of another malignancy.

Exception Patients who have been dise&se for 3 years, or patients with a history of
completely resected nemelanoma skin cancer and/or patients with indolent secondary
malignancies, are eligible. Consult the CTEP Medical Monitor if unsure whether second
malignancies meet the requirements specified above.

3.2.2 History of interstitial lung diease or pneumonitis.

3.2.3 History of Type Idiabetes mellitus. If a patient has Typeéidbetesthey must have a
HemoglobinA1C ™ 8%. Patients with a screening fasting glucose >mg@iL will be
excluded.

3.2.4 Uncontrolled hypothyroidism. Patients musvéa normal TSH per institutional
standards at baseline.

3.2.5 Patientsvho arereceiving any other investigational agents.

3.2.6 Individuals with symptomatic or progressive brain metastases are ineligible. Subjects
with treated brain metastases are eligible if they have no radiographic or other signs of
progressi on Bweeks dfter campletionmf lotabtheragy. Any
corticosteroid use for brain metastases must have been discontinued without the
subsequent appear 8weekspriorfto ssidgmplrheatms f or O

3.2.7 History of allergic reactions attributed to compounds of similar chemical or biologic
composition tdrametinib monotherapy or trametinib in combination with GSK2141795.

3.2.8 Current use of a prohibited medication. The following medications ednamtherapies

are prohibited:

- Other anticancer herapy while on study treatmegmegestrol if used as an appet
stimulant is allowed).
Because the composition, PK, and metabolism of many herbal supplements are
unknown, the concurrent use of all herbal supplements is prohibited during the study
(including, but not | i nedra[maharglpgingkBt . Johno
biloba,yohimbe, saw palmetto, or ginseng).
Patients receivingtronginhibitors or inducers o€ YP3A4 (See section 5.3re
ineligible.
Because the lists of these agents are constantly changing, it is important to regularly
consult @requentlyupdated list such as
http://medicine.iupui.edu/clinpharm/ddis/table.gsmredical reference texts such as
the Physiciansd Desk Referencartoithey al so p
enrollment/informed consent procedures, the pasibatldbe counseled on the risk
of interactions with other agents, and what to do if new medications need to be
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prescribed or if the patient is considering a new -dhreicounter medicine or Iieal
product.

3.2.9 History or current evidence/risk of retinal vein occlusion (RVO)emti@al serous
retinopathy (CSR) gpredisposing factors to RVO or CS&d, uncontrolled glaucoma
or ocular hypertension, uncontrolled hypertension, history of hyperitgcos
hypercoagulability syndrome¥isible retinal pathology as assessed by ophthalmic exam
that is considered a risk factor for RVO or CSR such as evidence of new optic disc
cupping, evidence of new visual field defects, and intraocular pressure >2gmm

3.2.10 Uncontrolled intercurrent iliness including, but not limited to, ongoing or active infection,
symptomatic congestive heart failure, unstable angina pectoris, cardiac arrhythmia, or
psychiatric illness/social situations that would limit compliance siitilly requirements.

3.2.11 Pregnant women are excluded from this study bedaaisetinib monotherapy or
trametinib in combination with GSK214178aspotential for teratogenic or abortifacient
effects. Because there is an unknown but potential risk for adgeests in nursing
infants secondary to treatment of the mother wametinib monotherapy or trametinib
in combination with GSK214179breastfeeding should be discontinued if the mother is
treated withtrametinib monotherapy or trametinib in combinatiwith GSK2141795.

3.2.12 HIV -positive patients on combination antiretroviral therapy are ineligible because of the
potential for pharmacokinetic interactions witametinib monotherapy or trametinib in
combination with GSK2141793n addition, these patienése at increased risk of lethal
infections when treated with marresuppressive therapy. Appropriate studies will be
undertaken in patients receiving combination antiretroviral therapy when indicated.

3.3.Inclusion of Women and Minorities
Both men andvomen and members of all races and ethnic groups are eligible for this trial.
Because of the relative rarity of male breast cancer, we expect the majority of participants to be
women. It is expected that the mix of patients entering this study wéttéfie demographics
of our clinical population and geographic area. We expect that participants will be racial/ethnic
minoritieswhich reflects the catchment area.
4. REGISTRATION PROCEDU RES

4.1.General Guidelines
OSU patients will be registered by t&&U research coordinator, as per their standard practice.
Subsite patients will have eligibility verified and will be enteredmuycentrally at thélhe

Ohio State Universitpy theSubsiteCoordinatoy Jennifer SextanAll sites shald call the
Subste Coordinator at 61866-5642to verify enrolimentavailability. The required forms
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Enroliment Form and Eligibility Screening Worksheath be found ithe Supplemental Forms
Document.

Following registration, patients should begin protocol treatment whtliays Issues that would

cause treatment delays should be discussed with the Principal Investigator. If a patient does not
receive protocol therapy following registration, the pdtidns r egi strati on on th
canceled. Th&ubsiteCoordinator should be notified of cancellations as soon as possible.

Except in veryunusual circumstances, each participating institution will order D&jiplied
agents directly from CTEPAgerts maybe ordered by a participating site only after the initial
IRB approval for the site has been forwarded by the Coordinating Center to the CTEP PIO
(PlIO@ctep.nci.nih.ggvexcept for Group studies

4.2.Registration Process

To register a patient, the following documents should be completed by the research nurse or data
manager and faxg@®14-366-4721)or securelye-mailed(jennifer.sexton@osumc.edo)the
SubsiteCoordinator:

1 Copy ofall source documents usedvierify eligibility

1 Signed patient consent form

1 SignedHIPAA authorization form

1 Eligibility Screening Worksheet, Enroliment Form)

The research nurse or data manager at theipating site will then cal(6143665642)or e
mail (ennifer.sexton@osumc.edhe StubsiteCoordinator to verifyreceipt of registration
request To complete the registration process, the Coordinator will
1 assign a patient study number
register the patient aie study
assign the patient a dose
fax or email the patient study number and dose to the participating site
call the research nurse or data manager at the participating site and verbally confirm
registration.

T
T
T
T

5. TREATMENT PLAN
5.1. Research Biopsies
Detailed inSection 9
5.2. Agent Administration
Treatment will be administered on antpatientasis. Reported adverse events and
potential risks are described@®cton 7. Appropriate dose modificatiorse described

in Section 6 Details regarding administration of study drugs are detailed in Section 8.
No investigational or commercial agents or therapies other than those described below
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5.2.1

5.2.2

may be administered with the @mit totreat the patient's malignancy.

The patient will be requested to maintain a medication diary of each dose of medication.
The medication diary will be returned to clinic staff at the end of eaalse see

AppendixC.

Trametinib

Treatment in Part 1 will consief trametinibat a dose of thg for a 28 day cycldf a
participant had a dose reduction of trametinib during Part Jatteipantwill continue

on this dosat the commence &fart 2 of the study. If no dose reductions occurred, the
patient will start ortrametinib at the recommended dose of 1.5 mgdaiy for Part 2.

During Part 2 of the study, the participant will be administered trametinib in combination
with GSK214179%er dosing recommendations below for a 28 day cycle

Trametinib in combination witlkeSK2141795

GSK2141795 will not bedministered durindPart 1. Treatment in Part 2 will consist on
GSK?2141795 at 50 mg daily in combination with trametinbbmg ddy for a 28day cycle.

The Trametinib can be taken by mouth on an empty stomach, either 1 hour before or 2 hours
after a meal. The GSK2141795 must be taken 1 hour after a meal and two hours before the
next meal. It is recommended that the Trametigiltalzien in the morning and GSK 2141795

in the evening, however this is not required. The medications will be taken once per day, at
the same time each day. If a dose of the medication is missed, it should be taken as soon as it
is remembered that day up@dours past the scheduled time. If more than 6 hours has passed
since the scheduled time, the missed dose should not be taken.

5.3. General Concomitant Medication andSupportive Care Guidelines

T

Nausea/Vomiting prophylactic premedicationsare not planneds trametinib alone or
in combination with GSK2141795 is not highly emetogenic. However, if patients
experience nausea during a treatment cycle;eaméticsmay be used per institutional
guidelines

Cytopeniag prophylactic growth factar(e.g.G-CSF,erythropoietin) are ngpermitted
however, if patients require admission for fever and neutropenia and the treating
physician feels that thedministration of growth factors mée beneficiathen they can
begiven according to ASCO guidelinddse of reombinant eythropoietin is not
allowed Platelets and red cell transfusions bagiven as necessitated.

Short courses (up to a maximum of 14 days) of oral corticosteroids intended to treat study
treatmentelated rash or diarrhea are allowkedperamde or lomotilis recommended for
supportive care of diarrhea. Oral steroids should be used with caution and subjects
monitored for sterokinduced hyperglycemia.
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1 The use of bisphosphonates for skeletal metastasis is permitted

1 Because there islaw potential for interaction otrametinibwith other concomitantly
administered drugs through the cytochrome P450 system, the case report form must
capture the concurrent use of all other drugs,-tlvecounter medications, or alternative
therapies. The Pringal Investigator should be alerted if the patient is taking any agent
known to affect or with the potential to affect selected CYP450 isoenzymes.

5.4. Duration of Therapy

In the absence of treatment delays due to adverse(gyématment may continue uinbne of
the following criteria applies:

il

il

Disease progression,

Intercurrent iliness that prevents further administration of treatment,
Unacceptable adverse event(s),

Patient decides to withdraw from the study, or

General or specific changes in thetient's condition render the patient unacceptable
for further treatment in the judgment of the investigator.

5.5. Duration of Follow Up

Patients will be followedor 52 weeksafter removal from study or until death, whichever occurs
first. Patients removeidom study for unacceptable adverse e(@ntill be followed until
resolution or stabilization of the adverse event.

5.6. Criteria for Removal from Study

Patients will be removed from study when any @f ¢hiteria listed irBection %4 applies. The
reason for study removal and the date the patient was removed must be documented in the Case
Report Form.

6. DOSING DELAYS/DOSE MODIFICATIONS

6.1. Part 1 DoseModifications for Trametinib Monother apy

The table below outlines the dose levels to be used for any ngceagaetinib dose
modifications as a single agent:
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Dose Level Trametinib Dose/Schedule
0 2 mgdaily
-1 1.5 mgdaily
-2 1 mgdaily

A maximum of two trametinib dose lewaductions are allowed. If a third dose level reduction
is required, treatment will be permanently discontinued.

6.1.1 Trametinib Dose Modification for Toxicitiedot Specifiedn Subsequent Sections

Trametinib Treatment Modification for Clinically Signi ficant Toxicities Deemed Related to Trametinib
(This section isiot for specific AEs such as hypertension, rash, ejection fraction changes, pneumonitis, di
liver chemistry, QTc prolongation, or visual changes. Refethersections for these spéc AES).

CTCAE v5

Management Guideline Dose Modification

Grade

Grade 1 Monitor as clinically indicated. | Continue trametinib at current dose level.

Grade 2 Providg supp'ortiye care 1 Interrupt treatment until resolution to grade 1 or baseling
according to institutional 11 Upon resolution, restart treatment at current dose level.
standards - - ;

Grade 3 T Interrupt treatment until resolution to grade 1 or baseling

fUpon resolution to baseline or grade 1, restart with one
level of dose reduction

11f the Grade 3 toxicity recurs, interrupt trametinib; When
toxicity resolves to Grade 1 or baseline, restart trametin
reduced by another dose level

Grade 4 Permanently discontinue trametinib.

Trametinib should be discontinued if treatment deley2is days due to toxicities. If the investigator concludes
that continued trametinib will benefit a patient, the study chair and CTEP Medical Monitor may be consultg
the possibility of resumingametinib, provided that toxicities have resolved to baseline or grade 1.

6.1.2 Trametinib Dose Modification fdDiarrhea

Epi sodes of diarrhea have occurred in patient
2012a). Other frequent causesl@rrhea including concomitant medicatioesy( stool

softeners, laxatives, antaci@sc), infections byC. difficile or other pathogens, or partial bowel
obstruction should be excluded.

Guidelines regarding management and dose modification for deacdnsidered related to
trametinib are provided in the table below.
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Management and Trametinib Dose Modification Guidelines for Diarrhea

CTCAE Grade

Adverse Event Management

Action and Dose Modification

Uncomplicated Diarrheat
Grade 1 or 2

{1 Diet: Stop all lactose containing
products; eat small meals, BRAT
diet (banana, rice, apples, toast)
recommended.

' Hydration: 8-10 large glasses of
clear liquids per daye(g, Gatorade
or broth).

{Loperamidé&: Initially 4 mg,
followed by 2 mg every 4 hours 0
after every unformed stool;
maximum 16 mg/day. Continue
until diarrheafree for 12 hours.

T Diarrhea >24 hoursLoperamide
2 mg every 2 hours; maximum 16
mg/day. Consider adding oral
antibiotics.

T Diarrhea >48 housLoperamide
2mg every 2 hours; maximuf6
mg/day. Add budesonide or othe
secondine therapies (otreotide, 0
tincture of opium) and oral
antibiotics.

9 Continue trametinib.

91f diarrhea is grade 2 for > 48 h,
interrupt trametinib until diarrhea
resolves to gra

T Restart trametinib at threame dose
level

11f treatment delay is 21 days,
discontinue trametinib.
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Management and Trametinib Dose Modification Guidelines for Diarrhea

CTCAE Grade Adverse Event Management Action and Dose Modification
Uncomplicated Diarrheat T Clinical evaluation mandatory. | {Interrupt trametinib until diarrhea
Grade 3 or 4 fLoperamidé: Initially 4 mg, resolves to O g

followed by 2 mg every 4 hours o TRestart with trametinib reduced b
Any Complicated Diarrhea® after every unformed stool; one dose level.
maximum 16 mg/day. Continue |If 3 dose reductions of study
until diarrheafree for 12 hours. treatment are clinically indicated,
9 Oral antibiotics and secodihe permanently discontinue
therapies if clinically indicated trametinib .
T Hydration: Intravenous fluids if | If treatment diay is >21 days,
clinically indicated. discontinue trametinib.

T Antibiotics (oral or intravenous) if
clinically indicated.

9 Intervention should be continued
until the subject is diarrhefaee for
024 hours.

I Intervention may require
hospitalization for subjects at risk|
of life-threatening complications.

1. Uncomplicated diarrhead ef i ned by t he absence of sympt oms

decreased performance status, pyrexi a, sepsi s,

intravenous fluid substitution.

2. Complicated diarrheadef i ned by the presence of symptoms s

decreased performance status, pyrexi a, sepsi s,

intravenous fluid substitution.

3. Loperamide should be madeailable prior to start of study treatment so loperamide administration can b

the first signs of diarrhea.

4. Escalation of trametinib to previous dose level is allowed after consultation with the medical monitor ar|

absence of another spide of complicated or severe diarrhea in the 4 weeks subsequent to dose reduction.

6.1.3 Trametinib Dose Modification fdRash

Rash is a frequent AE observed in patients receiving tramefedmmmendations for
supportive care and guidelines for dosedifications for rash are based on experience with other
MEK inhibitors and EGFR inhibitor&

The institutional standards for the management ofsMated AEs can differ from these

guidelines. In this case, best clinical judgment should be applied and a consultation with the
study chair or the CTEP Medical Monitor may be required.
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Guidelines for Supportive Care of Rash

Type of Care

Action

Prevention/Prophylaxist

T Avoid unnecessary exposure to sunlight.

1 Apply broadspectrum sunscreen (containing titanium dioxide or zinc
oxide) with a skin protection f

9 Use thick, alcohefree emollient creame(g, glycerne and cetomacrogo
cream) on dry areas of the body at least twice daily.

1 Topical steroids and antibiotics should be applied at least twice daily
starting on Day 1 of study treatment, to body areas such as face, che
upper back.

1 Use mildstrengthtopical steroid (hydrocortisone 1% cream) or topical
antibiotic .g, clindamycin) or oral antibiotice(g, doxycycline 100 mg
BID, minocycline 100 mg BID).

Symptomatic Care®

9 Pruritic lesions: Cool compresses and oral antihistamine therapies.

fFi ssuring | esions: Monsel 6s s

I Desquamation: Thick emollients and mild soap.

T Paronychia: Antiseptic bath, local potent corticosteroids in addition t
antibiotics; if no improvement, consult dermatologist agson.

T Infected lesions: Appropriate bacterial/fungal cultdriven systemic or
topical antibiotics.

a8Rash prophylaxis is recommended for the first 6 weeks of study treatment.

b Patients who develop rash/skin toxicities should be seen by a qualified physician and should receive evg
for symptomatic/supportive care management.

Trametinib Dose Modification Guidelines and Management for Rash

Rash Severity ManagementGuideline Dose Modification
Grade 1 T Initiate prophylactic and T Continue trametinib.
symptomatic treatment measutes| 7 If rash does not recover to baseline within 2 week
Use moderate strength topical despite best supportive careduce trametinib by
steroid? one dose levet
T Reassess after 2 weeks.
Grade 2 T Initiate prophylactic and I Reduce trametinib by one dose level.
symptomatic treatment measutes|fl f r ash recovers to O
fUse moderate strength topical dose to previous dose level.
steroid? flf no recovery to O gr
I Reassess after 2 weeks. trameti ni b u grade itherestarto v
trametinib at reduced dosevéd.
Gr ade O3|fUse moderate strengthtopical [l nt errupt trametinib u
steroids PLUS oral methyl T Restart with trametinib reduced by one dose
prednisolone dose paék. level 34
1 Consider onsuling a flf no recovery to O gr
dermatologist. permanently discontinue trametinib.
1. Rash prophylaxis is recommended for the first 6 weeks of study treatment.
2. Moderatestrength topical steroids: Hydrocortisone 2.5% cream or fluticasone prioptbB&becream.
3. Approval of CTEP Medical Monitor is required to restart study treatment after >4 weeks of interruption.
4. Trametinib may be escalated to previous dose level if no rash is evident 4 weeks after restarting study
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6.1.4 Trametinib Dose Modifications fo¥isual Changes

Episodes of visual changes have been observed in patients receiving trametinib, and can be
caused by CSR or RVO. Patients are required to have a standard ophthalmic exam performed by
an ophthalmologist atdseline and any time patients report visual disturbance. The exam will
include indirect fundoscopic examination, visual acuity (corrected), visual field examination,
tonometry, and direct fundoscopsth color photosSpecial attention should be given étimal

(e.g, CSR) or retinal vein abnormalities.§, RVO).

Guidelines regarding event management and dose reduction for visual changes considered to be
related to study treatment are provided in the table below.

Management and Trametinib Dose Mdlification for Visual Changes

Event
CTCAE Grade

Any grade of CRS or RVO should be reported as SAETEP-AERS

Grade 1

Asymptomatic or symptomatic but
not limiting ADL,; intervention not
indicated.

Management Guideline Dose Modification

9 Continue trametinilat the same
dose level until ophthalmologic
examination can be conducted.*

T1f ophthalmologic examination
cannot be performed within 7 day
of onset, interrupt trametinib until
CSR and RVO can be excluded &
symptoms resolve.

T1f CSR and RVO excluded restart

1 Consult ophthalmologist any
time when patient reports
visual disturbance. If there is
visual loss or significant
visual changes, consult
ophthalmologist
immediately (within 24
hours)

Workup to rule out CSR or
RVO.

Consult retinal specialist if
available in case of CSR or
RVO.

Continue follow up
examination(s) (by retinal

trametinib at same dose level.

1f CSR Interrupt trametinib until
symptoms redge and exam (by
retinal specialist if available) shoy
resolution. May restart trametinik
with one dose level reductiah.

M1f RVO: Permanently
discontinue trametinib.
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Management and Trametinib Dose Madlification for Visual Changes

Event
CTCAE Grade

Any grade of CRS or RVO should be reported as SAETEP-AERS

Management Guideline Dose Madification

Grade 2 and 3 specialist if available) for CSR | | Interrupt trametiniluntil signs and

Grade 2defined as: Symptomatic and RVO. symptoms have resolved to

with moderate decrease in visual | baseline.

acuity (20/40 or better; limiting 11f CSR and RVO excluded and

instrumental ADL; local or non symptoms resolved to baseline,

invasive intervention indicated restart trametinib reduced by one
dose level.

Grade 3 defined asSymptomatic f1f CSR: Interrupt trametinib until

with marked decrease in visual symptoms resolve and exam (by

acuity or marked visual field defect retinal specialist if available) shoy

(worse than 20/40 but better than resolution If CSR resolves restar

20/200); severe paior medically trametinibreduced by one dose

significant; operative intervention level**

indicated 11f RVO: Permanently
discontinue study treatment

Grade 4 Permanently discontinue

Sightthreateningconsequences; trametinib.

urgent intervention indicated,;
blindness (20/200 or worse).

Abbreviations: CSR = central seraatinopathy RVO = retinal vein occlusion; SAE = serious adverse event
* |f visual changes are clearlynrelated to study treatmert.§, allergic conjunctivitis), monitor closely but
ophthalmic examination is not required.

** |f ocular toxicities do not resolve within 21 days, permanently discontinue trametinib.

6.1.5 Trametinib Dose Modification fdciver Chemistry Changes

Trametinib Dose Modification for Liver Function Test Abnormalities

Liver chemistry stopping criteria are defined as follows.When any of the liver chemistry stopping criteria a
met, immediately discontinue trametinib, perform liver event follgmassessments, and monitor the patient u
liver chemistries resolve, stabilize, or return to baseline values.

f ALT O3xandbiLNrubin O02x ULN (>35% direct bilirub
normalized ratio [INR] >1.5, if INR measuredNOTE: If serum bilirubin fractionation is not immediately
available, trametinib showiddiberdbsoo®2knuwedl.
fractionation should be performed if testing is available. If testing is unavaitabted presence of
detectable urinary bilirubin on dipstick, indicating direct bilirubin elevations and suggesting liver injury

f ALTO5x ULN.

f ALT O3x ULN if associated with the appearance
such as fatigue, nausea, vomiting, right upper quadrant pain or tenderness, fever, rash, or eosinophili

T ALT O3x ULN persisting for 04 weeks.

f ALT O3x ULN and cannot be monitored weekly fo
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6.1.6 Trametinib Dose Modification fdPneumonitis

Pneumonitis has been observed in patients receiving trametinib. To reduce the risk of
pneumonitis, patients will be monitored closely for symptomsematbiated with imaging and

functional tests. Dose modification and supportive care guidelines for pneumonitis are described

in the tables below.

Pneumonitis Guidelines for Trametinib Monotherapy
CTCAE Grade Adverse Event Management Action and DoseModification
Grade 1 TCT scan (higkresolution with lung windows) Continue trametinib at current dos
recommended.
fTWork-up for infection.
1 Monitoring of oxygenation via pulseximetry
recommended.
9 Consultation with pulmonologist recommended.
Grade 2 1 CT scan (highresolution with lung windows). T Interrupt trametinib until recovery
TWork-up for infection. to grade O1.
1 Consult pulmonologist. f1f AE resolved
fPulmonary function tests: If < normal, repeat ever| relationship to trametinib is
weeks until O nor mal equivocal, restarting trametinib
{Bronchoscopy with biopsy and/or BAL with one dose reduction may be
recommended. considered, after discussion with
 Symptomatic therapy including corticostier if the medical monitor.
clinically indicated. T1f treatment delay is > 4 weeks,
permanently discontinue
trametinib .
Grade 3 T CT scan (higkresolution with lung windows). 1 Interrupt trametinib until recovery
TWork-up for infection. to grade O1.
1 Consult pulmonologist. f1f AE resolved
{Pulmonary function test$ < normal, repeat every 8| relationship to trametinib is
weeks until O nor mal equivocal, restarting trametinib
{Bronchoscopy with biopsy and/or BAL if possible. | With one dose reduction may be
1 Symptomatic therapy includingprticosteroids as considered, after discussion with
clinically indicated. the medical monitor.
9 1f treatment delay is >4 weeks,
permanently discontinue
trametinib .
Grade 4 Same as grade 3. Permanently discontinue
trametinib.
Abbreviations: BAL = bronchoalveolar lavage; CT = computed tomography.

6.1.7 Trametinib Dose Modification foReduced_.VEF

Decreases of the left ventricular ejection fraction (LVEF) have been observed in patients
receiving trametinib. Therefore, ECHOs must be performeegular interval®utlined in the
Study Calendar. The same procedure (either ECHO or MUGA, although EQH€ferred)
should be performed at baseline and at follggwisit(s).
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Trametinib Dose Modification Guidelines and Stopping Criteria for LVEF Decrease

Clinic

LVEF -drop (%) or
CTCAE grade

Action and Dose
Modification

Asymptomatic

Absolute decreasef >10% in LVEF
compared to baseline and ejection
fraction below t

1 Interrupt trametinib and repeat
ECHO within 2 weeks.
91f the LVEF recoverswithin 4

weeks (defined
absolute decrea
to baseline):

- Conslt with the CTEP
trametinib medical monitor ang
request approval for restart.
Restart treatment with
trametinib at reduced dose by
one dose level.
Repeat ECHO 2, 4, and 12
weeks after restart; continue in
intervals of 12 weeks thereafte
91f LVEF does notrecover within 4
weeks:
Consult with cardiologist.
Permanently discontinue
trametinib.
Repeat ECHO after 2, 4, 8, 12
and 16 weeks or until resolutio

Symptomatic®

Grade 3: resting LVEF 320% or
>20% absolute reduction from
baseline

fiGrade 4: Resting VEF 02 (

I Permanently discontinue
trametinib.

T Report as SAE.

7 Consult with cardiologist.

Repeat ECHO after 2, 4, 8, 12, a

16 weeks or until resolution.

edema.

alf ECHO does not show LVEF recovery after 2 weeks, repeat ECHO 2 weeks later.
b Symptoms may include: dyspnea, orthopenea, and other signs and symptoms of pulmonary congestion

6.1.8 Trametinib Dose Modification foRTc Prolongation

Trametinib Withholding and Stopping Criteria for QTc Prolongation

Prolongation*

Action and Dose Modification

fQTcB O501 msec
fUncorrected QT >600 msec, or
1QTcB >530 msec for subjects wit

bundle branch block

9 Interrupt study treatment until QTcB prolongation resolves to grade 1

baseline.

91f the QTc prolongation resolves to grade baseline, trametinib may b
resumed if the investigator and CTEP medical monitor agree that the
subject will benefit from further treatment.

11f the event does not resolve, permanently discontinue study

treatment.
1 1f the event recurs, permanently d

iscontine study treatment.
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Trametinib Withholding and Stopping Criteria for QTc Prolongation

Prolongation* Action and Dose Madification

Abbreviations: QT
formula

* Based on average QTc value of triplicate ECGs. For example, if an ECG demonstrates a prolonged QT
obtain twoor more ECGs over a brief period, and then use the averaged QTc values of the three ECGs to
determine if study treatments should be interrupted or discontinued.

ms e c milliseconds;

QTcB

6.1.9 Trametinib Dose Modification fadypertension

Increases in blood pressure (BP) have ldxerved in patients receiving trametinib.
Recommendations for BP monitoring and management are provided below.

In subjects with an initial BP reading within the hypertensive range, a second reading should be
taken at least 1 minute later, with the twadmgs averaged to obtain a final BP measurement.
The averaged value should be recorded in the eCRF.

Management and Trametinib Dose Modification for Hypertension

Event

Management Guideline

Dose Modification

Definitions used in the table:

Well-controlled hypertensionB |

range.

Persistenhypertension Hypertension detected in two separate readings during up to three subsequent

ood pressure of

readings during up to three subsequent visits.
Symptomatic ipertension Hypertension associated with symptomg( headache, lighteadedness,
vertigo, tinnitus, episodes of fainting) that resolve after the blood pressure is controlled within the norr|

Asymptomatic hypertensioisSBP >140 mmHg and/or DBFB0 mmHg in the absence of the above symptc

SBP 0140 mmHg 4

(Scenario A)

9 Asymptomatic and persistént
SBP of O1 4ninHg or(
DBP 090 and <1(

or

Clinically significant increase in

DBP of 20 mmHg (but still below

100 mmHg).

T Adjust current or initiate new
antihypertensive medication(s).

i Titrate antihypertensive
medication(s) during the next 2
weeks to achieve wetlontrolled
BP. If BP is not welcontrolled
within 2 weeks, consider referral
a specialist and go to scenario (B

Continue trametinib a&he current
dose.
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Management and Trametinib Dose Modification for Hypertension

Event Management Guideline Dose Madification
(Scenario B) T Adjust current or initiate new 1 Interrupt trametinib.
fTAsympt omati ¢ Sf antihypertensive medication(s). |fOnce BP is welcontrolled, restart
or DBPmnmbig, 00 i Titrate antihypertensive trametinib at a reduced dose.
or medication(sguring the next 2
Failure to achieve weltontrolled BF weeks to achieve wedontrolled
within 2 weeks in Scenario A. BP.
(Scenario C) 9 Adjust current or initiate new 9 Interrupt trametinib.
1 Symptomatié hypertension antihypertensive medication(s). |{Once BP is weitontrolled, restart
or { Titrate antihypertensive trametinib at a reduced dose.
Persistent SBP ( medication(s) during the next 2
O 1 GnbnHg, despite weeks to achieve wetlontrolled
antihypertensivenedication and BP.
dose reduction of study treatment | TReferral to a specialist for further
evaluationand followup is
recommended.
(Scenario D) Continue followup per protocol. Discontinue trametinib.
Refractory hypertension
unresponsive to above interventior
or hypertensive crisis.

aTrametinib should be discontinued if treatment delay is >21 days due to toxicities. If the investigator con
that continued trametinib will benefit a patient, the study chair and CTEP sponsor may be consulted for th
possiklity of resuming trametinib, provided that toxicities have resolved to baseline or grade 1.

6.2.Dose Modificationsfor Part 2 Trametinib Combined with GSK 2141795

If a participant had a dose reduction of trametinib during Part 1, the participant will continue on
this dose at the commence of Part 2 of the study. If no dose reductions occurred, the patient will
start ontrametinib at the recommended dose of 1.5 nagjdaily for Part 2. GSK2141795 will

be added at time of entry into Part 2 to trametinib, beginning at dose level 0.

Dose Level Trametinib Dose/Schedule
0 1.5mgdaily
-1 1 mgdaily

Dose Level GSK2141795Dose/Schedule
0 50 mgdaily
-1 25mgdaily

NOTE: AEs occurring in pgents treated with GSK2141795 amdmetinib may beelated to1)
overlapping toxicities between the two ageetg (rash and diarrhea) toxicities typically
associated witltrametinib €.g, visual disturbance) or GSK21417%&hd, hyperglycemia or
hypoglycemia) However, toxicities associated with individual agents may be potentiated in the
combination, or unanticipated AEs may occur.

The dose modificatimay involve one or both agenésd should be based on the nature,
severity and attributions of the AEs. Gengaildelines ar@rovided below. CTEP drug
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monitors should be consulted if there are questions about the attribution of AEs and how the
doses should be modified.

6.2.1 Trametnib andGSK2141795 Dose Modification for Toxicities Not Specified in
Subsequent Sections

Toxicity Grade? Dose Maodification
Grade 1 Continue at current dose level. Consider supportive care recommendations.
Grade 2 Consider withholding dosef trametiniband/orGSK2141795until toxicity resolves to

grade 1 or baseline. Upon resolution, then restart at current dose level. Conside
supportive care recommendations.

Grade 3 Withhold dose until toxicity resolves to grade 1 or baseline. Upsalution, resume g
the next lower dose levef both trametinitand/orGSK2141795 Consider supportive
care recommendations.

Grade 4 Permanently discontinuteametinib and GSK2141795

a: the guidelines are for AEs thought to be related to GSK2144ii@%r trametinib However,
temporary interruption of the agent should be considered if the patient is critically ill due to AE
any attribution

6.2.2 Trametinib and5SK2141795 Dose Modification f@iarrhea

Episodes of diarrhea have occurred in patients receirangetinibor GSK2141795
(Investigatorodos Brochure, 2012a). Ot her fregq
medications€.g, stool softeners, laxatives, antaciels), infections byClostidium difficile or
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other pathogens, or partial bowel obstruction should be excluded.

Management and Dose Modification Guidelines for Diarrhea

CTCAE Grade

Adverse Event Management

Action and Dose Modification

Uncomplicated Diarrhea!
Grade 1 or2

fDiet: Stop all lactose containing
products; eat small meals, BRATlet
(bananas, rice, apples, toast)
recommended.

fHydration: 8-10 large glasses of cle
liquids per day€.g, Gatorade or
broth).

fLoperamidé Initially 4 mg,
followed by 2 mg every 4 hours or
after every unformed stool; maximu
16 mg/day. Continue untliarrhea
free for 12 hours.

fDiarrhea >24 hoursLoperamide
2 mg every 2 hours; maximum 16
mg/day. Consider adding oral
antibiotics.

fDiarrhea>48 hours Loperamide
2 mg every 2 hours; maximum 16
mg/day. Add budesonide or other
secondine therapies (octreotide, or
tincture of opium) and oral

antibiotics.

fiContinue treatment.

9If diarrheas grade 2 for >48 h,
interrupt GSK2141795 and
trametinib untildiarrhea
resolves to gi

Restart treatment at the same
dose level

TIf treatment delay is > 21 days
discontinue both agents.
(Resumption of trametinib or
GSK2141795 alone may be
considered based on toxicity
benefit consideration and afte
consultation with CTEPR)
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Management and Dose Modification Guidelines for Diarrhea

CTCAE Grade Adverse Event Management Action and Dose Modification
Uncomplicated Diarrhea; | {Clinical evaluation mandatory. flinterrup protocol therapy until
Grade 3 or 4 fILoperamidé Initially 4 mg, diarrher e sol ves t

followed by 2 mg every 4 hours or |fRestart with trametinib or
Any Complicated after every unformed stool; maximu trametinib and GSK2141795
Diarrhea® 16 mg/day. Continue untiliarrhea | reduced by one dose level (fo
free for 12 hours. the combination, reduce both
fOral antibiotics and secotlithe agents by one levet).
therapies if clinically indicated 9If more than one dose reductiq
fHydration: Intravenous fluids if of study treatment is clinically
clinically indicated. indicated permanently
fl Antibiotics (oral or intravenous) if | discontinue treatment
clinically indicated. TIf treatment delay is >21 days,
fIntervention should be continued url discontinue treatment.
the subject igliarrheaf r e e f o (resumption of trametinib or
hours. GSK2141795 alone may be
ﬂ|ntervention may require considered based on tOXiC—ity
hospitalization for subjects at risk o] benefitconsideration and after
life-threatening complications. consultation with CTEP)
1. Uncomplicated diarrhead e f i ned by the absence of sympt
grade 2, decreased performance status, pyr ¢

dehydration requiring intravenous fluid substitution.

2. Complicated diarrheadef i ned by the presence of sympt (
grade 2, decreased performance status, pyr ¢
dehydration requiring intravenous fluid substitution.

3. Loperamide should be maateailable prior to start of study treatment so loperamide administra
can begin at the first signs of diarrhea.

4. Escalation of trametinib or trametinib and GSK2141795 to previous dose level(s) is allowed &
consultation with the CTEP monitor aBtudy Chair and in the absence of another episode of
complicated or severe diarrhea in the 4 weeks subsequent to dose reduction.

6.2.3 Trametinib and5SK21417990se Modification folRash

Two types of rashes may be seen withtthenetinibandGSK2141795 combination:
1. Acneiform rash, typically associated with MEK inhibitor theratgretinif.
2. Maculopapular rash, often associated with pruritus (GSK2141795).

If the diagnosis is unclear, a biopsy and photographs should be obtained as wethzetalatgy
consult. In addition, if the investigator feels the rash is not consistent with a MEK inhibitor
associate@cneiform rash and tsGrade 2, a skin punch biopsy should be performed.

In general, topical and oral antibiotics (doxycyclineronocycline) play a larger role in
management of the MEK inhibitor acneiform rash, while topical and oral steroids are more
relevant to the management of the AKT inhibitor maculopapular rash.

The institutional standards for the management ofsiatedAEs can differ from these
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guidelines. In this case, best clinical judgment should be applied and a consultation with the
study chair or the CTEP Medical Monitor may be required.

Dose Modification Guidelines and Management for Rash

Rash Severity Management Guideline Dose Modification
Grade 1 fInitiate prophylactic and T Continue treatment.
symptomatic treatment if rash does not recover to baseline within 2
measures. weeks despite best supportive caegluce
fUse moderate strength topical| trametinib or both agents by one dose levél
steroid?
Reassess after 2 weeks.
Grade 2 Tnitiate prophylactic and T Continue treatment
symptomatic treatment fReduce trametinib or both agents by one dos
measures. level.
fUse moderate strength topical|fl f r ash recovers to
steroid? increase dose(s) to previous dose level.
fReassesafter 2 weeks. fMMf no recovery to O

interrupt treatment until recovery @ g r a g
T Restart trametinib or both agents at reduced

dose level.

Gr ade O]fUse moderate strength topical Interrupt trametinib or both agents until rash
steroids PLUS oral methyl recovers to O grade
prednisolone dose paék. fRestart with trametinib or both agents with

fConsult dermatologist. one dose level reductioh

f1f no recovery to O
permanently discontinue both agents
(resumption of trametinib or GSK2141795 alq
may be considered based on toxidignefit
consideratiorand after consultation with CTER

1. Rash prophylaxis is recommended for the first 6 weeks of study treatment (refer to guidelines

trametinib).

2. Moderatestrength topical steroids: Hydrocortisone 2.5% cream or fluticasone propionate 0.5

cream.

3. Trametinib or GSK2141795 may be escalated to previous dose level if no rash is evident 4 w
after restarting study treatment.
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6.2.4 Trametinib and GSK2141795 Dose Modifications for Liver Chemistry Changes
Dose Modification for Liver Function Test Abnormalities

Liver chemistry stopping criteria are defined as follows.When any of the liver chemistry stopping criteria a
met, immediately discontinue trariméb and GSK214179%erform liver event followup assessments, and
monitor the patient untllver chemistries resolve, stabilize, or return to baseline values.

T ALT O3xandbiMNirubin O02x ULN (>35% direct biliru
normalized ratio [INR] >1.5x ULN, if INR measuredNOTE: If serum bilirubin fractionation isot
i mmedi ately available, treatmeatdbshoovbbdi beO@dKk

bilirubin fractionation should be performed if testing is available. If testing is unavaitebted presence o
detectable urinary bilirubin on di pstick, indicating direct bilirubin elevations and suggesting liver injury

T ALT O5x ULN.

f ALT O3x ULN if associated with the appearance
such as fatigue, nausea, vomiting, right upper quadrant p&emaderness, fever, rash, or eosinophilia.

f ALT O3x ULN persisting for O4 weeks.

f ALT O3x ULN and cannot be monitored weekly fo

6.2.5 Trametinib and GSK21417930se Modification for Hypertension, Pneumonitis, and
Visual Disturbance

1 These AEs argypically associated with trametinib. Please follow guidelines for

trametinib.

GSK2141795 may continue when trametinib is on lfoikEs are< grade 2.

If the above AEs are graded3GSK2141795 should be held when trametinithisld

Once the AEs havesolved to grade 1 or baseline, 3K 1795 may resume at the

same dose.

1 If GSK214179595 has been held for >21 days, a discussionthvtlCTEP drug monitor
is required before resuming treatment with the agent.

= =

6.2.6 Trametinib and GSK2141795 Dose Modificasdior Reduced LVEF

Decreases of the left ventricular ejection fraction (LVEF) have been observed in patients
receiving trametinib.GSK2141795 dose is to be modified the same as for tramet@blOs

must be performed in regular intervals outlined inShady Calendar. The same procedure
(either ECHO or MUGA, although ECHO is preferred) should be performed at baseline and at
follow-up visit(s).

Dose Modification Guidelines and Stopping Criteria for LVEF Decrease
Clinic LVEF -drop (%) or Action_ (_:md_Dose
CTCAE grade Modification
Asymptomatic Absolute decrease of >10% in | Follow the instructions for
LVEF compared to baseline an¢ trametinib. When trametinib i
ejection fraction below the on hold, GSK2141795 should
institutionos be on hold.
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Dose Modification Guidelines and Stopping Criteria for LVEF Decrease

Clinic LVEF -drop (%) or Action_ gnd_Dose
CTCAE grade Modification
Symptomatic fGrade 3: resting LVEF 39% o fPermanently discontinue
>20% absolute reduction from| trametinib and GSK2141795
baseline Report as SAE.
1Grade 4: R e s | fConsult with cardiologist.
TRepeat ECHO after 2, 4, 8, 12
and 16 weeks or until
resolution.

If ECHO does not show LVEF recovery after 2 weeks, repeat ECHO 2 weeks later.
Symptoms may include: dyspnea, orthopnea, and other signs and symptoms of pulmonary con
and edema.

6.2.7 Trametiniband GSK214179®ose Modification foilQTc Prolongation

GSK2141795 is not well known to cause prolongation of the QTc. Therefore, for QTc
prolongation, participants should undergo dose modifications of trametinib as listed for Part 1 in
Section6.1.8and GSK2141795 should be continued at the sdoee. GSK2141795 may be
continued as monotherapy if trametinib must be permanently discontinued if otherwise tolerated.

6.2.8 Trametiniband GSK214179Bose Modification foHypertension

GSK2141795 is not well known to cause hypertension. Therefore, perteysion, participants
should undergo dose modifications of trametinib as listed for Par$é&dtion6.1.9and
GSK2141795 should be continuedfz same doser held and resumed as detailecsirction
6.2.5depending on the grade of the hypertensi@®K2141795 may be continued as
monotherapy if trametinib must be permanently discontinued if otherwise tolerated.

6.2.9 Trametinib and GSK2141795 Dobktodifications for Hym- or Hyperglycemia

GSK2141795 may causg/po- or hyperglycemia.Trametinib is not known to causgpo- or
hyperglycemia.Subjects will be required to monitor their blood glucose each morning
preprandial during Part 2 of the studhiile receiving GSK2141795and record the results in the
provided diary AppendixF). Subjects should contatteir study doctor for readings70 or>

250 for physician instructions and management.
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Management and DoséModification Guidelines for Hypo- or Hyperglycemia

Criteria

Management Guidelines

Study Drug Modification

reporting use NGCCTCAE versio

(For management purposes, refer to mild, moderate and severe intensity criteria; however for e

6.0 Grades b)

Mild

Fasting blood glucose >
150mg/dL

Monitor fasting and preprandial
glucose.

Continue study drug

Moderate to Severe

Fasting blood glucose <#g/dL
OR any blood glucose >
250mg/dL

1If a blood glucose >250 mg/dL
monitor for ketoacidosis as
clinically indicated.

TWhen managing hyperglycem
associated with GSK2141795
be aware that the action of
insulin or other
antihyperglycemic agents.g,
sulfonylureas, biguanidesic)
may be substantially blocked
the study agent. However the
action of antihyprglycemic
agents would be restored as
GSK2141795 is cleared. The
patient should be observed
closely for rebound
hypoglycaemia as GSK21417
is held/or discontinued.

fIntravenous insulin treatment i

recommended.

Hold drug(s) and notify
investigatoimmediately. The
investigator should discuss
intervention and possible
resumption of study drug(s) witl
the CTEP monitor.

7. ADVERSE EVENTS: LIST AND REPORTING REQUIREMENTS

Adverse event (AE) monitoring and reporting is a routine part of everyaillimial. The
following list of AEs Section 7.) and the characteristics of an observed S&cfion 7.2 will
determine whether the event requieapeditedeporting(viaCTERAERYS) in addition to

routinereporting.
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7.1. Comprehensive Adverse Events and Potentid&tisks List(s) (CAEPRS)

The Comprehensive Adverse Event and Potential Risks list (CAEPR) provides a single list of
reported and/or potentiadverse events (AE) associated with an agent using a uniform
presentation of events by body system. In addition to the comprehensive list, aabdiset

the Specific Protocol Exceptions to Expedited Reporting (SPEER), appears in a separate column
and s identified withbold anditalicizedtext. The SPEER is a list of events that are protecol

specific exceptions to expedited reporting to NCIGEER-AERS (except as noted below).

Refer to the 'CTEP, NCI Guidelines: Adversvent Reporting Requirements'
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/aequidelif@s.pdf
further clarification. Frequencyprovidedfor trametinibis based on 356 patientstequency

providedfor GSK2141795s based on 150 patients.

NOTE: The highest grade cuamtly reported is noted in parentheses next to the AE in the
SPEER.ReportONLY AEs higher than this grade expeditiously@izEP-AERS. If this

CAEPR is part of a combinatigarotocolusing multiple inestigational agents and hasAsa

listed on different SPEERS, use the lower of the grades to determine if expedited reporting is
required.

7.1.1 CAEPRSs fortrametinib and GSK 2141795

7.1.1.1. Comprehensivé&dverse Events and Potential Risks list (CAEPR)
for
Trametinib dimethyl sulfoxide (GSK1120212B, NSC 763093)

The Comprehensive Adverse Events and Potential Risks list (CAEPR) provides a single list of reported and/or
potential adverse events (AE) associated with an agent using a uniform presentation of events by body system. In
addition to the comprehensive listsubset, the Specific Protocol Exceptions to Expedited Reporting (SPEER),
appears in a separate column and is identified with bold and italicized text. This subset of AEs (SPEER) is a list of
events that are protocol specific exceptions to expeditedtiegpdoo NCI (except as noted below). Refer to the

'CTEP, NCI Guidelines: Adverse Event Reporting Requirements'
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/aequidelif@stprther clarification.
Frequency is provided based on 1111 patieBedow is the CAEPR for Trametinib dimethyl sulfoxide
(GSK1120212B).

NOTE: Report AEson the SPEERDNLY IF they exceed the grade noted in parentheses next to the AE in the
SPEER. If this CAEPR is part of a combination protocol using multiple investigational agents and has an AE
listed on different SPEERS, use the lower of the grades ¢ondiete if expedited reporting is required.

Version 2.4, October 7, 2016

Adverse Events with Possible

Relationship to Trametinib dimethyl sulfoxide (GSK1120212B) Specific Protocol Exceptions to
(CTCAE 4.0 Term) Expedited Reporting (SPEER)
[n=1111]
Likely (>20%) ’ Less Likely (<=20%) | Rare but Serious (<3%)
BLOOD AND LYMPHATIC SYSTEM DISORDERS
| Anemia | Anemia (Gr 2)

CARDIAC DISORDERS

Heart failure

Left ventricular systolic
dysfunction
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Adverse Events with Possible
Relationship to Trametinib dimethyl sulfoxide (GSK1120212B)

(CTCAE 4.0 Term)
[n=1111]

Specific Protocol Exceptions to
Expedited Reporting (SPEER)

Likely (>20%)

Less Likely (<=20%)

Rare but Serious (<3%)

Sinus bradycardia

EYE DISORDERS

Blurred vision

Dry eye

Eye disorders Other

(chorioretinopathy also know

as retinal pigment epithelial
detachment)

Eye disorders Other (retinal
vein occlusion)

Eye disorders Other (visual
disorders)

GASTROINTESTINAL DISORDERS

Abdominal pain

Abdominal pain (Gr 2)

Colitis

Colonic perforation

Constipation

Constipation (Gr 2)

Diarrhea [Diarrhea (Gr 3)
Dry mouth IDry mouth (Gr 2)
Dyspepsia |Dyspepsia (Gr 2)
Mucositis oral IMucositis oral (Gr 2)

Nausea INausea (Gr 3)
Vomiting Vomiting (Gr 3)

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS

Chills Chills (Gr 2)
Edema face

Fatigue JFatigue (Gr 3)
Fever IFever (Gr 2)

IMMUNE SYSTEM DISORDERS

| Allergic reactiort

INFECTIONS AND INFESTATIONS

Lung infection

Paronychia

jParonychia (Gr 2)

Skin infection

Skin infection (Gr 2)

INVESTIGATIONS

Alanine aminotransferase
increased

Alanine aminotransferase increased
(Gr2)

Alkaline phosphatase increasi

Alkaline phosphatase increased (Gr

Aspartate aminotransferase
increased

Aspartate aminotransferase increas
I(Gr 2)

CPK increased

Ejection fraction decreased

METABOLISM AND NUTRITION DISORDERS

Anorexia

Anorexia (Gr 2)

Dehydration

|Dehydration (Gr 3)

Hypoalbuminemia

Hypomagnesemia

|Hypomagnesemia (Gr2)

Hyponatremia

IHyponatremia (Gr 3)
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Adverse Events with Possible

Relationship to Trametinib dimethyl sulfoxide (GSK1120212B) Specific Protocol Exceptions to
(CTCAE 4.0 Term) Expedited Reporting (SPEER)
[n=1111]
Likely (>20%) | Less Likely (<=20%) | Rare but Serious (<3%)
MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS
Arthralgia
Back pain |Back pain (Gr 2)

Musculoskeletal and
connective tissue disorder
Other (rhabdomyolysis)

Pain in extremity [Pain in extremity (Gr 2)
NERVOUS SYSTEM DISORDERS
Dizziness IDizziness (Gr 2)
Headache JHeadache (Gr2)
RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS
Cough Cough (Gr 2)
Dyspnea IDyspnea (Gr 2)
Pneumonitis
SKIN AND SUBCUTANEOUS TISSUE DISORDERS
Alopecia Alopecia (Gr 2)
Dry skin IDry skin (Gr 2)

Palmarplantar
erythrodysesthesigyndrome

Periorbital edema

Pruritus |Pruritus (Gr 2)
Skin and subcutaneous tissue Skin and subcutaneous tissue
disorders Other (folliculitis) ldisorders- Other (folliculitis) (Gr 2)
Skin and subcutaneous tissy Skin and subcutaneous tissue
disorders Other (rasH) ldisorders- Other (rash} (Gr 3)
VASCULAR DISORDERS
Hypertension [Hypertension (Gr 2)
Vascular disordersOther Vascular disorders Other (edema)
(edema) I(Gr2)
Vascular disordersOther
(hemorrhagé)

1This table will be updated as the toxicity profile of the agent is revised. Updates will be distributed to all Principal
Investigators at the time of revision. The current version can be obtained by contacting
PIO@CTEP.NCI.NIH.GOV.Your name, the name of the investigator, the protocol and the agent should be
included in the amail.

2Visual disorders include visual disturbance that can be associated with conjunctival hemorrhage, corneal graft
rejection, cycliis, eye nevus, halo vision, iritis, macular edema, retinal hemorrhage, visual acuity reduced, visual
impairment, and vitreous detachment.

SHypersensitivity (allergic reactions) may present with symptoms such as fever, rash, increased liver fungtion tests
and visual disturbances.

4Skin and subcutaneous tissue disordéher (rash) may include rash, rash acneiform, rosacea, erythematous rash,

genital rash, rash macular, exfoliative rash, rash generalized, erythema, rash papular, seborrhoeic dermatitis,
dermatitis psoriasiform, rash follicular, and skin fissures.
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SEdema includes edema, lymphedema, and edema limbs.

5The majority of hemorrhage events were mild. Major events, defined as symptomatic bleeding in a critical area or
organ (e.g., eye, Gl hemrbage, GU hemorrhage, respiratory hemorrhage), and fatal intracranial hemorrhages have
been reported.

Adverse events reported on Trametinib dimethyl sulfoxide (GSK1120212B) trials, but for which there is
insufficient evidence to suggest that there vgaa reasonable possibility that Trametinib dimethyl sulfoxide
(GSK1120212B) caused the adverse event

BLOOD AND LYMPHATIC SYSTEM DISORDERS- Disseminated intravascular coagulation; Febrile
neutropenia; Leukocytosis

CARDIAC DISORDERS - Atrial fibrillation; Cardiac arrest; Myocardial infarction; Restrictive cardiomyopathy;
Sinus tachycardia

EYE DISORDERS - Corneal ulcer; Eyelid function disorder; Flashing lights; Floaters; Glaucoma; Papilledema;
Photophobia; Retinal detachment

GASTROINTESTINAL DISORDERS - Anal hemorrhage; Ascites; Duodenal ulcer; Enterocolitis; Esophageal
necrosis; Esophageal ulcer; Esophagitis; Gastric hemorrhage; Gastric ulcer; Gastritis; Gastrointestinal-disorders
Other (intestinal obstruction); Gastrointestinaatders Other (oropharyngeal pain); Gastrointestinal disorders
Other (pneumatosis intestinalis); Gastrointestinal fistula; Gingival pain; Hemorrhoidal hemorrhage; lleus; Lower
gastrointestinal hemorrhage; Obstruction gastric; Pancreatitis; RectalrhageyrSmall intestinal obstruction;
Upper gastrointestinal hemorrhage

GENERAL DISORDERS AND ADMINISTRATION SIT E CONDITIONS - Flu like symptoms; General
disorders and administration site conditiet@ther (axillary pain); Localized edema; Malaise; Nramdiac chest

pain; Pain

HEPATOBILIARY DISORD ERS - Cholecystitis; Hepatic failure; Hepatic pain; Hepatobiliary disord€@ther
(hepatic encephalopathy)

INFECTIONS AND INFES TATIONS - Biliary tract infection; Catheter related infection; Device related
infection; Endocarditis infective; Enterocolitis infectious; Hepatitis viral; Infections and infestatiotier (abscess
limb); Infections and infestationgOther (necrotizing fasciitis); Infections and infestatie@ther (oral infection);
Pharyngitis; Raspustular; Sepsis; Upper respiratory infection; Urinary tract infection

INJURY, POISONING AN D PROCEDURAL COMPLIC ATIONS - Bruising

INVESTIGATIONS - Blood bilirubin increased; Creatinine increased; Electrocardiogram QT corrected interval
prolonged; GGT incresed; InvestigationsOther (blood lactate dehydrogenase increased); Lipase increased;
Lymphocyte count decreased; Platelet count decreased; Serum amylase increased; White blood cell decreased
METABOLISM AND NUTRI TION DISORDERS - Hyperglycemia; Hyperkaleraj Hyperuricemia;
Hypocalcemia; Hypoglycemia; Hypokalemia; Metabolism and nutrition disord@tiser (hyperphosphatemia)
MUSCULOSKELETAL AND CONNECTIVE TISSUE DI SORDERS- Generalized muscle weakness;
Musculoskeletal and connective tissue disordether(compression fracture); Musculoskeletal and connective
tissue disorder Other (muscle spasm); Myalgia; Neck pain

NEOPLASMS BENIGN, MA LIGNANT AND UNSPECIF IED (INCL CYSTS AND POLYPS) - Neoplasms
benign, malignant and unspecified (incl cysts and poly@dher (tumor hemorrhage); Tumor pain

NERVOUS SYSTEM DISORDERS - Dysgeusia; Encephalopathy; Intracranial hemorrhage; Lethargy; Nervous
system disordersOther (diplopia); Seizure; Somnolence; Stroke; Syncope; Transient ischemic attacks
PSYCHIATRIC DISORDER S - Anxiety; Confusion; Delirium; Depression; Hallucinations; Insomnia; Personality
change

RENAL AND URINARY DI SORDERS- Acute kidney injury; Cystitis noninfective; Hematuria; Proteinuria;
Renal and urinary disorder©Other (dysuria); Urinary incontinence

REPRODUCTIVE SYSTEM AND BREAST DISORDERS- Vaginal fistula; Vaginal hemorrhage
RESPIRATORY, THORACI C AND MEDIASTINAL DI SORDERS- Bronchopulmonary hemorrhage;
Epistaxis; Hypoxia; Laryngeal edema; Pleural effusion; Pneumothorax; Productive cough; Pulmpeasnision;
Respiratory failure; Sinus disorder

SKIN AND SUBCUTANEOU S TISSUE DISORDERS- Bullous dermatitis; Photosensitivity; Purpura; Skin and
subcutaneous tissue disordefdther (erythema nodosum); Skin and subcutaneous tissue diso@tbes (nail
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disorder); Skin and subcutaneous tissue disord®tier (skin fissures); Skin ulceration; Urticaria
VASCULAR DISORDERS - Hematoma; Hot flashes; Hypotension; Thromboembolic event (venous)

Note: Trametinib dimethyl sulfoxide (GSK1120212B) in combinatwith other agents could cause an exacerbation
of any adverse event currently known to be caused by the other agent, or the combination may result in events never
previously associated with either agent.

7.1.1.2. CAEPR for GSK2141795

Comprehensive Adverse Evets and Potential Risks list (CAEPR)
for
GSK2141795 (NSC 767034)

The Comprehensive Adverse Event and Potential Risks list (CAEPR) provides a single list of reported
and/or potential adverse events (AE) associated with an agent using a uniform presentation of events by
body system. In addition to the comprehensive list, a subset, the Specific Protocol Exceptions to
Expedited Reporting (SPEER), appears in a separate column and is identified with bold and italicized
text. This subset of AEs (SPEER) is a list of events that are protocol specific exceptions to expedited
reporting to NCI via CTEP-AERS (except as noted below). Refer to the 'CTEP, NCI Guidelines: Adverse
Event Reporting Requirements'
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/aequidelines.pdf for further
clarification. Frequency is provided based on 150 patients. Below is the CAEPR for GSK2141795.

NOTE: Report AEs on the SPEER ONLY IF they exceed the grade noted in parentheses next to
the AE in the SPEER. If this CAEPR is part of a combination protocol using multiple
investigational agents and has an AE listed on different SPEERS, use the lower of the grades to
determine if expedited reporting is required.

Version 2.1, July 262013

Adverse Events with Possible Specific Protocol
Relationship to GSK2141795 Exceptions to Expedited
(CTCAE 4.0 Term) Reporting (SPEER)
[n=150]
Likely (>20%) | Less Likely (<=20%) | Rare but Serious (<3%)
GASTROINTESTINAL DISORDERS
Diarrhea Diarrhea (Gr 2)
Esophagitis
Gastrointestinal mucosifis
Nausea Nausea (Gr 2)
Vomiting \Vomiting (Gr 2)
GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS
Fatigue | | Fatigue (Gr 2)
METABOLISM AND NUTRITION DISORDERS
Anorexia Anorexia (Gr 2)
Hyperglycemia Hyperglycemia (Gr 2)
Hypoglycemia
RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS
| Respiratory mucositfs |
SKIN AND SUBCUTANEOUS TISSUE DISORDERS
| Rash maculgpapular |
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1This table will be updated as the toxicity profile of the agent is revised. Updates will be distributed to all
Principal Investigators at the time of revision. The current version can be obtained by contacting
PIO@CTEP.NCI.NIH.GOV. Your name, the name of the investigator, the protocol and the agent should

be included in the e-mail.

2Gastrointestinal mucositis may include Anal mucositis, Mucositis oral, Rectal mucositis, or Small
intestinal mucositis under the GASTROINTESTINAL DISORDERS SOC.

3Respiratory mucositis may include Laryngeal mucositis, Pharyngeal mucositis, or Tracheal mucositis
under the RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS SOC

Also reported on GSK2141795 trials but with the relationship to GSK2141795 still undetermined:

BLOOD AND LYMPHATIC SYSTEM DISORDERS - Leukocytosis

CARDIAC DISORDERS - Cardiac arrest, Left ventricular systolic dysfunction, Ventricular tachycardia
GENERAL DISORDERS AN D ADMINISTRATION SITE CONDITIONS - Non-cardiac chest pain
HEPATOBILIAR Y DISORDERS - Hepatic failure

INFECTIONS AND INFESTATIONS - Wound infection

INVESTIGATIONS - Alanine aminotransferase increased; Alkaline phosphatase increased; Aspartate
aminotransferase increased; Ejection fraction decreased; GGT increased

METABOLISM AND NUTRITION DISORDERS - Hypokalemia; Hyponatremia, Hypophosphatemia
NERVOUS SYSTEM DISORDERS - Dysgeusia; Dysphasia

RENAL AND URINARY DISORDERS - Acute kidney injury

VASCULAR DISORDERS - Thromboembolic event

Note: GSK2141795 in combination with other agents could cause an exacerbation of any adverse event
currently known to be caused by the other agent, or the combination may result in events never
previously associated with either agent.

7.2.Adverse Event Characteristics

1
il

CTCAE term (AE description) ahgrade: The descriptions and grading scales found in
the revised NCI Common Terminology Criteria for Adverse Events (CTCAE) version 4.0
will be utilized until March 31, 2018 for AE reporting. CTCAE version 5.0 will be
utilized for AE reporting beginning gxil 1, 2018. All appropriate treatment areas should
have access to a copy of the CTCAE version 5.0. A copy of the CTCAE version 5.0 can
be downloaded from the CTEP web site
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm
For expedited reporting purposes only:
- AEsfor theagentthatarebold and italicizedn the CAEPR(e., those listed irthe
SPEER columnSection7.1.]) should be reportethroughCTERAERS only if the
grade is above the grade provided in the SPEER
- Other AEs for th@rotocolthat do not require expedited epng are outlined in
section 73.4.

Attribution of the AE:

- DefiniteT The AEis clearly relatedo the study treatment.
- Probablé The AEis likely relatedio the study treatment.
- Possiblé The AEmay be relatedo the study treatment.
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- Unlikely i The AEis doubtfully relatedo thestudy treatment.
- Unrelatedi The AEis clearly NOT relatedo the study treatment.

7.3. Expedited Adverse Event Reporting

7.3.1 Expedited AE reporting for this study must @&SEER-AERS (Adverse Event Expedited
Reporting System), accessed via the CTiED site(http://ctep.cancer.gdv The
reporting procedures t o NOGl&uidelodstforowed are pr
InvestigatorsAdverseEventReportingRequirementsor DCTD (CTEPandCIP) and
DCP INDsandIDEsb whi ch can be dowwWwdbsesitaded from t he
(http://ctep.cancer.gdv These requirements are briefly outlined in the taitddow
(Section7.3.3.

In the rare occurrence when Internet connectivity is &24-hour notification is to be
made to CEP by telephone at 36897-7497. Once Internet connectivity is restordug
24-hour rotification phoned in must be entered electronically @i&cRAERS by the
original submitter at the site.

7.3.2 CTERAERSIs programmed for automatic electronic distribution of reports to the
following individuals: Study Coordinator of the Lead Organizatinmcipal
Investigator, and the local treating physici&@lERAERS provides a copy feature for
other email recipients.

7.3.3 Expedited Reporting Guidelines

Use the NCI protocol number and the protesécific patient ID assigned during trial
registrationon all reports.

Note: A death on study requiresboth routine and expedited reporting regardless of
causality, unless as noted below. Attribution to treatment or other cause must be
provided.

Death due to progressive disease should berepor@dasde 5 A Di seadamse progr
the system organ class (SOC) nGener al di sord
Evidence that the death was a manifestation of underlying disegseadiological

changes suggesting tumor growth or progressiamcal deterioration associated with a

disease process) should be submitted.

SubmittedCTERAERSreports must be forwarded to the Subsite Coordinator via fax or
secure email.

Expedited Reporting Requirements for Adverse Events that Occur on Studies undan

IND/IDE within 30 Days of the Last Administration of the Investigational
Agent/Intervention 12
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FDA REPORTING REQUIREMENTS FOR SERIOUS ADVERSE EVENTS (21 CFR Part 312)

NOTE: Investigators MUST immediately report to the sponsor (NCI) ANY Serious Adverse Events, whether or not
they are considered related to the investigational agent(s)/intervention (21 CFR 312.64)

An adverse event is considered serious if it results in ANY of the following outcomes:

1) Death

2) Alife-threatening adverse event

3) Anadver se event that results in inpatient hospital
hours

4) A persistent or significant incapacity or substantial disruption of the ability to conduct normal life functions

5) A congenital anomaly/birth defect.

6) Important Medical Events (IME) that may not result in death, be life threatening, or require hospitalization
may be considered serious when, based upon medical judgment, they may jeopardize the patient or
subject and may require medical or surgical intervention to prevent one of the outcomes listed in this
definition. (FDA, 21 CFR 312.32; ICH E2A and ICH EB6).

ALL SERIOUS adverse events that meet the above criteria MUST be immediately reported to the NCI via CTEP-
AERS within the timeframes detailed in the table below.

Hospitalization Grade 1 and Grade 2 Timeframes (_Brade 3-5
Timeframes
Resulting in

Hospitalization 10 Calendar Days

O 24 hr 24-Hour 5 Calendar
Not resulting in Days
Hospitalization Not required

O 24 hr

NOTE: Protocol specific exceptions to expedited reporting of serious adverse events are found in the Specific
Protocol Exceptions to Expedited Reporting (SPEER) portion of the CAEPR.

Expedited AE reporting timelines are defined as:
o A2Mour ; 5 Cal €ThedA& musOritigllg e reported via CTEP-AERS within 24 hours of learning
of the AE, followed by a complete expedited report within 5 calendar days of the initial 24-hour report.
o 10 Cal en dfacompBta gxgedited report on the AE must be submitted within 10 calendar days of
learning of the AE.

1Serious adverse events that occur more than 30 days after the last administration of investigational
agent/intervention and have an attribution of possible, probable, or definite require reporting as follows:
Expedited 24 -hour notification followed by complete report wi